nuclear antibody and smooth-muscle antibody tests yielded negative results, and the serum iron and total ironbinding capacity, α 1 -antitrypsin and ceruloplasmin levels were all within normal limits. Because of the lack of an explanation for the persistent fatigue and elevated transaminase levels, a test for IgA antiendomysial antibodies was performed and gave a positive result. Endoscopy and small-bowel biopsy revealed a lesion consistent with celiac disease confined to the proximal small intestine.
Fatigue is a sensation of exhaustion during or after usual activities, or a feeling of inadequate energy to begin these activities. In national population surveys, 20%-30% of adults will report that they have significant fatigue at any given time.
For many patients, fatigue is related to a known severe illness or organ failure. In primary care practices, the underlying cause cannot be identified in one-third of patients, which can be frustrating for both the patient and the practitioner. However, the cause is identifiable in two-thirds of cases.
1 In a study conducted in the Netherlands, among 5915 patients who visited their primary care physician because of fatigue, the most common diagnoses ultimately made were viral illness, upper respiratory tract infection, iron deficiency anemia, acute bronchitis or bronchiolitis, adverse effect of a medication taken at the proper dose, and depression or other mental disorder.
1
The fatigue's duration can be described as recent (onset within 1 month before presentation), prolonged (lasting 1-6 months) or chronic (lasting > 6 months). For patients with recent or prolonged fatigue, a history and physical examination often help to identify the cause, but we have found that these are often less helpful for distinguishing the cause of chronic fatigue.
The differential diagnosis of fatigue is broad ( The prevalence of chronic fatigue syndrome is higher among adults 30-39 years old than among those over 60 and affects more women than men.
We propose here an approach to evaluating fatigue in primary care practices: 1. History: Details about the fatigue's duration (recent, prolonged or chronic), onset (sudden or progressive), recovery period (short or long), type (physical or mental fatigue) and the patient's usual level of physical activity (sedentary or active) can point to the underlying cause. This history taking is particularly helpful in distinguishing chronic fatigue from chronic fatigue syndrome (Box 1), the latter often presenting with a sudden onset and a recovery period lasting hours or days. In addition, many patients with chronic fatigue are simply deconditioned or "out of shape" and will benefit from exercise therapy. 2. Physical examination: This occasionally identifies evidence of organ-based illness (Table 1) ; however, its value may be overrated. It can help to assure patients that their complaints are being taken seriously, especially the one-third of patients for whom no specific cause will be identified. In the case of our patient with fatigue and elevated transaminase levels but without other typical features of celiac disease (steatorrhea, weight loss), the clinical index of suspicion (pretest probability) of celiac disease was estimated to be between 20% and 30%. Since the test for IgA antiendomysial antibody has a high sensitivity and specificity (about 90% and 95% respectively), the positive likelihood ratio is about 30. By using the Fagan nomogram, we found that the positive predictive value (post-test probability) for this patient increased to about 90%.
The differential diagnosis of fatigue in primary care is very broad, but an organized approach to the patient as we have described can identify key conditions of concern efficienty and reduce the expensive workups for obscure conditions that this undifferentiated complaint can sometimes generate.
